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Statas <>f Claims 

lo advance proseeutitvn, ciauTi 4 has been eaxiceied; and claim 1 has been 
MneRtled to mcotporate the limitations of eM^ 4, Ho new matter iias been added, 

CliaiTiis } aiid 2 feave been ajdaended to clarify the claim laiigiiage. Support for tliis 
ameiidsneat may be found: in t he specificatioiif for example, in paragraph [0141] of the 
patent applitation publication (US 2008/0119424 Al). 

Claims U 2, 13, and 14-17 Giirrently are pending. 

Applicants respectfully reqisest ftworable consideration of tile pending elaims> 

35 IJ.S.C, 112, first pa ragrapti ^ eiiabiement rejectitoa 

J t E<.t 1 u trn ' nt^n<.-d t rv|wc'u>i ot Oduvs 14 o Tv, i tccord 

llcrxt jiru ^ scspoi sc to \ppiKaits argument s {? 64_r_)_ 0 

I he tn cr wnl drtw the s;.ope ot t,nabkment rej^^ction with respe<.i to ti e L 
! i In iKff^k ili'^ui pen \ claimed ai s iCiA oi the i^iami 

lun ^^^vnts i k mg kixnsn cla c >f 1 !f > \C inhibutM^ 



1 1 c Exap n cr d d I ot itnd \pn 
Li*.s v-il cnab?<.n vipt tor a t ii i! \ 
non sn a ! c-^si lung Laicmo )u he 1 1 canct,i 
capcer. 



1 ui-'K'Us p<,i sua&u e \Mth resp<^ct lo the 
) i<,t te leukemia, ihron t, ieuLunia 
uedi caiiL-ci lenal v^arcmoma and 1 reast 



I -so ! \anMor ti. \t v dod ind\ that the spccillcvUion doc-- pun .do -''u\L\"i<. o ^ ^ a 
riv.**b(,>a v">l OecK't^stng '\3 7i mcUmoma ccU piolifciatson in x itro us:ng an i,iRNA ta^eico 
lo a gone encooing FRAME wherein the ceils wejtc cultured uith jii i IDAC inhibitor 
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As for leukemic ceils, the Examiner comerided lliat tte prior art Is not predictive 
. no K^kI X I se ^.aa ti.niLrs lisiPt; .m siR\A mhibitOT o^'FR \MI' dAd . \ kj jkuIoj 
v\ I \r> \i I i\c \ vxammcr contended tU<Jt (i) Fajcddinc found tlut overcxpreisioK of 
PRAMi: in cultured ieukeitjic cells were respoasibie for a slo\serproitfeKitioii rate of viid 
cells and (ii)Taieddine demonstrates that trnde mice injected witli siRNA FRAME 
leukemic cells grew luntors signiticantK faster than ccHs that did not have PRAMF" 
't^^" 1 K'ji- aioc aru .v) . uic nnic oMM>ng. dv'-vNn-rcgulating PRAMF iiMng ?iRKA 
ikat.5C^* .he tJ'nongoniC!*) oi Icuicnnc cells 

fo; bro.'i.t cancer cells, the rxanMn<.r contended that the po^t-flkd -e*c5cnce 
l>(f^)<!.! i ' ^l<Je^ J\u ptHu in ')ooWi\, ptuii'iov„v irpou a.>d pxCxalenc. oi ; WW 
expu'bsion had iioi been in\ esiigated, (ii; found that PRAMh expression corteLxte wAU ar 
imfavDrabk oiitcome; and (iii) does not provide any evidence of methods of treatment of 
FRAME such that a decrease of expression of PRAME along with ireatmeni of an HDAC 
inhibitor provided treatments Ibr breast cancer. 

The Examiner fuTthef contended that the instant spedticatton does not provide a 
con-elation bctv^ccn treatment effects ia a melanoma cdi with tre^itment effecis in, for 
exrimpb a letjkomic or breast cell, such that the skilled artisan would know that 

i] ' r o'! M i'P \Mi o\piON-!on xnouM i.aui.e -ipop'o^fs ir 'he v a:no>" tu.no ispes 'iisi 
Jv"ri>iMidle I jn n'.ei.monia vch^ i he f \ari!'j(.t moie^-sei LonVnJcrd l \ vwlxial iri> 
uOi'cLu)..!: Oi g.!Ki.incc, uuiic ^pec.iicauon on ticaauy rn tdthc-.u furor t>^' ' ODvifuen 

t ^as been shown m the an that PR.'\MI: inhibition appear;* to lunc the appositi\c vtteci 
of mcrcajiing uunorigenicity in some cancers, the skilled artisan would ha\e to practice a 
substantial amount of andue experimentirtion to practice the inventioit. 

Appii cant s ' res ponse 

!■* oiaci <ii\.mcc prosocuium. Appheants hd\c aiucaucu indeperGor. JiniA ' n> 
recite a metiiod of treatment of & tumour which comprises administering to a subject in 
need of treatnient aa efie^ctiYe amoum of an inhibitor of FRAME, in combination with a 
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\ppl V 1') 
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(. <. ^ f I t wtkv. ti 1 IS the )i T n t oii)*iO*,( [ K u i 

^ \ d in. ^\ c i ni 1 ID \L Ivni^ i<ik»-tcd ijom the uoup consi taiij oi ^( itu \ ^ V) 
and PXD iO' h herein said tumour o\erexprebses PRdcrenUa'h e\pressci A.it5gwn ir 
Mil iij Ml ! nl^lcf ni s lid 1i iit<ir t ipk^ non 

Vppiiwan{s rcscivt„ tUt ni.»hi to hie d dn fsional apphv, Uion dutuiv.J to •> ibjcv.! 
matter that is not meluded m the amended claims. 

Applicants urge that the specifieaiion provideig guidaaee tor a method oi 
decRa^mg mtlanuma cell ptolttciation using aw siRNA taigeted to a 5,enc ens-odintj 
P?L\ME \l the time the mventton ^\as made a skUled artisan m this field bv abk 
(. t 5, |Xv t V id >ol OH t !(. ^.ik' a V. ) { i.\t.5 1 5. ihtin n i ^Ik 
^ (, i ! ) ^ ikw u d 1t^<. tht 1 1 i 1 <- i i c n\it vspi,! 
isu^ctl I } v^ ! ntcJK'^Mna I \}(> (a hiniui K'^GE positive nk. uon dv<- I 
h le) Sk2^ ^ iiin an mvi inomu) A^?*^ (huiTian aiBclanvHic meianom i $,4,11 Lrw t and 
\ ?vo human melanoma xenograit model disclosed in tlic specification coUectiveh 
vo i<siJtu*c a \\Oiking example smce iho»e examples v^oirelate \Mih a dis<„lc)svd or daini*.d 
n^et^wd m\ K^mion Sec MPI P 2 1 64 02 I ach ot these ceU hnes ongmatcd from actual 
spccitic melaiioma ixmiors. 

It wcll-cstablibhcd that t S Patent law dovs not demand that 'human testing 

>L J' \M h'n the >„onfmes t)i PIO proceednigt» ' In u Biam ^51 Hd 1 '>6() (\ e<i Cir 

V. 11 CI is 1 iv5 j^i pciiv kit to the S ood and Hiug Ulpianntatjon li i) \) 
Mojetner \pplsvants urge that the descnbed m \itro and ui%iVO results viith tlie abo\e 
i cterei <. ed ce J ^^nes aic predicln e iox human therap> bee ause u&etuinebs m patent 
n\tut v^ns iccv-ssai h ipciudc; the expcciatum ot fuither reseaich and de%viOpmcnt [Id 

at mm. 
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Attonu') Rcf No • imim OlOSO^ 



N'.ii.o K>\. ii^clovasL Ci^'npuc^ with the rcqimcir-enb of 3^ > ( 1 ' " pau^ . 
AptsHcajftts respcctlully request that ths^ ground for rejeoiion be wichdrawu. 

X^p'icaJit aspcciiull) rcqiiosus thai the Hxtiiiiincr withdraw <.'biocuons lo ai^c 
reiections af the present inYentxon. 

\p;i oar. j. s iui this application is now m condUK>K to; .< ^' asKt. anJ 
c;irnc.-.i\' !?{\5fti^ i.Mrx and ra^orabie action by the lixaitiuKr lithe I visiriic. sonos 
thai issuLS may be resolved by ateiephone interview, tlic Exaniiiicr is respectfully urged 
to teicphone the undersigned at 973-360-7934. The imdcrsigned also ma> be contacted 
via e-nlail at lpbitb@itiaw.cpTn 

AtfTHOlRI^ATidlV 

Tlie Conirni^sioner hefefey is aiithbrisied: to charge any fees, inci«dii?g the 
appropfiats fee for a submission of a terminal disclaiinef by a smalj entity^ whifch inay be 
required, or credit aiiy overpayraent to Deposit Aecount 501561, 

Respectfully submitted. 
For Greehberg Trauri g 
By 



Date: V /i///^^ „ , 

Bc\crh IhW Vh D 
\{,oines {Of '\pji.^,.«it 
Registration No 47,759 



C ^.nbuy h ns i LLP 

i lorham l\irk, \1 i)7<)32 
\sv\\\ gtlaw COT. 
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